Ref 

# 


Hits 


Search Ouerv 


DBs 


Default 
Operator 


Plurals 


Time StamD 


LI 


2599 


((514/317) or (514/320)).CCLS. 


US-PGPUB: 
USPAT 


OR 


OFF 


2005/12/22 16:17 


L2 


1715 


((546/196) or (546/216)) CCLS 


US-PGPUB: 
USPAT 


OR 


OFF 


2005/12/22 16*17 


L3 


3801 


LI or L2 


US-PGPUB* 
USPAT 


OR 


OFF 


2005/12/22 16-17 


L4 


869 


L3 and sulfonyl 


US-PGPUB; 
USPAT 


OR 


OFF 


2005/12/22 16:18 


L5 


267 


L4 and (pyrrolidinone or pyrrolidone) 


US-PGPUB; 
USPAT 


OR 


OFF 


2005/12/22 16:18 
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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: sssptal202txn 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * 


* * 


* * 


* 


NEWS 


1 






NEWS 


2 






NEWS 


3 


SEP 


09 


NEWS 


4 


OCT 


03 


NEWS 


5 


OCT 


04 


NEWS 


6 


OCT 


13 


NEWS 


7 


OCT 


17 



Welcome to STN International 



NEWS 8 
NEWS 9 
NEWS 10 
NEWS 11 
NEWS 12 

NEWS 13 
NEWS 14 
NEWS 15 
NEWS 16 
NEWS 17 
NEWS 18 



OCT 27 
OCT 27 
OCT 27 
NOV 14 
NOV 30 

DEC 05 
DEC 14 
DEC 14 
DEC 14 
DEC 16 
DEC 21 



********** 



America 



Web Page URLs for STN Seminar Schedule - N. 
"Ask CAS" for self-help around the clock 
ACD predicted properties enhanced in REGISTRY/Z REGISTRY 
MATHDI removed from STN 

CA/CAplus-Canadian Intellectual Property Office (CIPO) added 
to core patent offices 

New CAS Information Use Policies Effective October 17, 2005 
STN (R) AnaVist(TM), Version 1.01, allows the export/download 
of CAplus documents for use in third-party analysis and 
visualization tools 

Free KWIC format extended in full-text databases 

DIOGENES content streamlined 

EPFULL enhanced with additional content 

CA/CAplus - Expanded coverage of German academic research 
REGISTRY/Z REGISTRY on STN (R) enhanced with experimental 
spectral property data 

CAS REACT (R) - Over 10 million reactions available 
2006 MeSH terms loaded in MEDLINE/ LMEDLINE 

2006 MeSH terms loaded for MEDLINE file segment of TOXCENTER 
CA/CAplus to be enhanced with updated IPC codes 
MARPATprev will be removed from STN on December 31, 2005 
IPC search and display fields enhanced in CA/CAplus with the 
IPC reform 



NEWS EXPRESS DECEMBER 02 CURRENT VERSION FOR WINDOWS IS V8.01, 

CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 02 DECEMBER 2005. 
V8.0 USERS CAN OBTAIN THE UPGRADE TO V8.01 AT 
http: //download. cas.org/express/v8 . 0-Discover/ 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



f 
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STN Columbus * * * * 
FILE •HOME' ENTERED AT 15:42:13 ON 22 DEC 2005 



+ * + * + + + * + + 



=> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 1 REGISTRY 1 ENTERED AT 15:42:22 ON 22 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VTNITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



21 DEC 2005 HIGHEST RN 870514-17-3 
21 DEC 2005 HIGHEST RN 870514-17-3 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14 , 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www. cas . org/ONLINE/UG/regprops . html 



Uploading C:\Program Files\Stnexp\Queries\10789063a . str 

3 5 9 



S02 



10 /16 
11 




chain nodes : 
7 14 16 
ring nodes : 
1 2 3 4 5 
chain bonds : 



6 8 9 10 11 12 13 
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6- 7 7-8 11-16 12-14 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 8-9 8-13 9-10 10-11 11-12 12-13 
exact/norm bonds : 

7- 8 11-12 11-16 12-13 12-14 
exact bonds : 

6-7 8-9 8-13 9-10 10-11 
normalized bonds : 
1-2 1-6 2-3 3-4 4-5 5-6 
isolated ring systems : 
containing 1:8: 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: Atom 9: Atom 10: Atom 
ll:Atom 12:Atom 13:Atom 14:CLASS 16:CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sample 

SAMPLE SEARCH INITIATED 15:42:40 FILE 1 REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 49 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



49 ITERATIONS 



49 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 



PROJECTED ITERATIONS: 560 TO 

PROJECTED ANSWERS: 560 TO 



1400 
1400 



L2 



49 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 15:42:46 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 845 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



845 ITERATIONS 



827 ANSWERS 



L3 



827 SEA SSS FUL LI 
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-> file hcaplus 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
161.33 



TOTAL 
SESSION 
161.54 



FULL ESTIMATED COST 



FILE 'HCAPLUS' ENTERED AT 15:42:54 ON 22 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 22 Dec 2005 VOL 143 ISS 26 
FILE LAST UPDATED: 21 Dec 2005 (20051221/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d his 



(FILE 'HOME' ENTERED AT 15:42:13 ON 22 DEC 2005) 



LI 
L2 
L3 



FILE 'REGISTRY' ENTERED AT 15:42:22 ON 22 DEC 2005 
STRUCTURE UPLOADED 
49 S LI SAMPLE 
827 S LI FULL 



FILE 'HCAPLUS' ENTERED AT 15:42:54 ON 22 DEC 2005 



=> s 13 
L4 



42 L3 



=> d his 



(FILE 'HOME' ENTERED AT 15:42:13 ON 22 DEC 2005) 



LI 
L2 
L3 



FILE 'REGISTRY' ENTERED AT 15:42:22 ON 22 DEC 2005 
STRUCTURE UPLOADED 
49 S LI SAMPLE 
827 S LI FULL 



L4 



FILE 'HCAPLUS' ENTERED AT 15:42:54 ON 22 DEC 2005 
42 S L3 



=> d 14 1- ibib abs fhitstr 

YOU HAVE REQUESTED DATA FROM 42 ANSWERS - CONTINUE? Y/(N):y 
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L4 ANSWER 1 07 42 BCAPLU5 COPYRIGHT 2005 ACS on STM 
ACCESSION KUK3EB: 2005:1059040 BCAPLUS 

DOCUMENT NUMBER: 143:460415 

TITLE: Ait pa none -Based Inhibitors of Human Cathepsin L 

AUTHOR(S): Marquis, Robert V. i James, Ian; Zeng, Jin* Trout, 

Robert E. Leei Thompson, Scott* Rahman, Attiq; 
Yamashita, Dennis 5.1 Xie, Rem Ru, Yuj Gress, 
Catherine J.i Blake, Simon/ Lark, Hichael A.i Hwang, 
Shing-Hei; Toeaszek, Thaddeusi Of fen, Priscillai Bead, 
Martha S.i Cuamdngs, Maxwell O.i Veber, Daniel F. 
CORPORATE SOURCE: Departments of Medicinal Chenistry, Bone and Cartilage 

Biology Molecular Recognition and Physical and 
Structural Chemistry, GlaxoSmithXline, Collegeville, 
PA, 19426, USA 

SOURCE: Journal of Medicinal Chenistry (2005) . 48(22). 

6870-6878 

CODEN: JMCMARj ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
GI 



Me 




L4 ANSWER 1 07 42 BCAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

resulted in an increased selectivity for cathepsio L over cathepsin X. 
Hoi. modeling studies with the inhibitors docked within the active sites 
of both cathepsins L and X have rationalized the obsd. select! vi ties. 
Optimization of cathepsin L binding by the combination of the P3 
nxpbthalene-l-carboxamide vlth the P2 B-naphthylalanine provided 
B-naphtbylalaninamide deriv. II, which is a potent, selective, and 
competitive inhibitor of human cathepsin L with a Ki - 0.43 nM. 

IT 251217-45-* 

RL: PAC (Pharmacological activity)! BIOL (Biological study) 

(preparation and structure-activity studies of azepanone-de rived 

inhibitors 

of cathepsin) 

RN 281217-45-6 BCAPLUS 

CN 2-Benzofurancarboaamide. N-[ (IS) -l-[ [ [ (4S) -hexahydro-3-oxo-l- (2- 

pyridiaylsulf onyl) -lH-azepin-4-yl] amino) carbonyl) -3-oethylbutyl] - (9CI ) 
(CA INDEX KANE) 

Absolute stereochemistry. 




REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB The extension of a previously- reported cathepsin X azepanone-based 

inhibitor template to the design and synthesis of potent and selective 
inhibitors of the homologous cysteine protease cathepsin L is detailed. 
Structure-activity studies examining the effect of inhibitor selectivity as 

a 

function of the P3 and P2 binding elements of the potent cathepsin X 
inhibitor leucinamide derivative I revealed that incorporation of either a 

P3 

quinoline-8-earboxamide or a naphthalene- 1-carboxamide led to increased 
selectivity for cathepsin L over cathepsin X. Substitution of the P2 
leucine of I with either a phenylalanine or a B-naphthylalanine also 



L4 ANSWER 2 07 42 BCAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2005:696725 BCAPLUS 

DOCUMENT NUMBER: 143:179625 

TITLE: Encapsulation of Hold-based formulations in enteric 

polymers 

INVENTOR(S): Pillai, Raviraj S. 

PATENT ASSIGNEE(S): Glaxo Group Limited, UX 

SOURCE: PCT Int. Appl., 29 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
7AMILT ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. KIND DATE APPLICATION NO. DATE 



VO 2005070401 




Al 


20050804 




VO 2 00 5 -US 11 34 




20050113 


V: AB, 


AG. 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


b». 


BY, 


BZ, 


CA, CH, 


CN, 


CO, 


CR, 


CU. 


CZ. 


DB. 


DK, 


DM, 


DZ, 


EC. KB, 


EG, 


ES, 


71, 


GB, GD, 


GE, 


GH, 


GM, 


HR, 


HU. 


ID, 


IL, 


IN, 


IS, 


JP, KB, 


KG, 


KP, 


KR, 


KZ, LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


HA, 


HD, 


MG, 


MX, KN, 


MV, 


KX, 


MZ, 


NA, NI, 


NO, 


NZ, 


OM, 


PG, 


PH. 


PL, 


PT, 


RO, 


RU, 


SC, SD, 


SB, 


SG, 


SX, 


SL, ST, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, VC, 


VN, 


YU, 


ZA, 


ZM, ZV 


RV: Btf, 


GH, 


GM, 


KB, 


LS, 


MW, 


HZ, 


MA, 


SD, 


SL, SZ, 


TZ, 


UG, 


ZM, 


ZV, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TH, 


AT, 


BB, BG, 


CH, 


CY, 


CZ, 


DB, DX, 


EE. 


ES, 


71, 


FR, 


GB, 


GR, 


KU, 


IE, 


IS, 


IT, LT, 


LU, 


MC, 


NL, 


PL, PT, 


RO. 


SB, 


SI, 


SX, 


TR, 


B7, 


BJ, 


CP. 


CG. 


CI, CM, 


GA, 


GN. 


GQ. 


GW, ML, 


MR, 


NK, 


SN, 


TO, 


TG 




















PRIORITY APPLN. 


INFO 


. : 












US 2004 -5371 31P 




P 20040116 



AB A microcapsule comprising a lipid-based core that is encapsulated in an 
enteric polymer shell providing enhanced bioavailability of a sparingly 
water-soluble drug as veil as modulated release of the drug, wherein the 
microcapsule is, in one embodiment, prepared by a centrifugal coextrusion 
process. The lipid-based core comprises lipids carriers, either liquid or 
solid (ra. p. < 100'C) , that would provide adequate drug 

solubilization and is compatible with the enteric shell materials. For 
example, microcapsules containing a Li pi die core comprising a chain 
triglyceride and a sparingly water-soluble drug (SB 462795) and an enteric 
shell comprising HPMCP-55 were prepared A core contained Labrafac CC 85%, 
polyglycolized glycerides (Gelucire 44/14) 10%, and SB 462795 5%, and 
shell contained water 73.0%, NaOB 3.2%, HPMCP-55 22.4%, and glycerin 1.4%. 
The resulting microcapsule had poor aqueous solubility « S pg/mL) . The 
microcapsules showed negligible drug release in the dissoln. medium at 
acidic pH and rapid release and drug solubilization in a dissoln. medium 
that mimics intestinal fluid. The microcapsules can be filled directly 
into capsule shells or blended with granules containing a different active 

and 

then filled into capsule shells suitable for dosing. 
IT 362505-04-0, SB 462795 

RL: THU (Therapeutic use) * BIOL (Biological study) t USES (Uses) 

(encapsulation of lipid-based formulations of sparingly water-soluble 

drug 

in enteric polymers) 
RN 362505-84-8 BCAPLUS 

CN 2-Benzof urancarboxamide, N- [ (IS) -1- [ [ ( (4S, 7R) -hexahydro-7-methyl-3-oxo-l- 
(2-pyridinylsulf onyl) -lH-azepin-4-yl] amino] carbonyl] -3-methylbutyl] - (9CI ) 
(CA INDEX NAME) 



L4 ANSWER 2 OP 42 BCAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute stereochemistry. 
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ANSWER 3 OF 42 BCAPLUS COPYRIGHT Z005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 



DOCUMENT TYPE: 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:696636 BCAPLUS 
143:193920 

A preparation of derivatives of benzofuran~2- 
carboxylic add amide, useful as cysteine protease 
inhibitors 

Clark, William M.! Badham, Neil Francisi Dai, Qunyingi 

Kid ridge. Ann Marie » Matsuhashi, Hayao 

Sadthkllne Beecham Corporation, USA 

PCT Int. Appl., 69 pp. 

CO Dai : PIXXD2 

Patent 

English 

1 



ANSWER 3 OF 42 BCAPLUS COPYRIGHT 2005 ACS on STN 



(Continued) 




PATENT NO. 






KIND DATE 


APPLICATION 


NO. 




DATE 


00 2005069981 




A2 20050804 


WO 200 5 -US 21 21 




20050121 


V: AS, 


AG, 


AL, 


AM, AT, AU, AZ, 


BA, BB. 


BG, BR. 


BW, 


BY, 


BZ, CA, CH, 


CN, 


CO, 


CR, 


CU, CZ, DZ, DK, 


DM, DZ, 


EC, EE, 


EG, 


ES, 


FI, GB, GD, 


GS, 


GH, 


GH, 


HR, HU, ID, IL, 


IN. IS, 


JP, KB, 


KG, 


KP, 


XR, KZ, LC, 


LK. 


LR, 


LS, 


LT, LU, LV, MA, 


MD, MG, 


MK, MN, 


MW, 


MX, 


HZ, NA, NI, 


NO, 


NZ, 


0M, 


PG, PH, PL, PT, 


RO, RU, 


SC. SD. 


SE. 


SG, 


SK, SL, ST, 


TJ, 


TM, 


TN, 


TR. TT, TZ, UA, 


UG, US, 


UZ, VC, 


VN, 


YU, 


ZA, ZM, ZW 


RW: BW. 


GH, 


GM, 


KB, LS, MV, MZ, 


NA, SD, 


SL, SZ, 


TZ, 


UG, 


ZH. ZW, AM, 


AZ, 


BY, 


KG, 


KZ, MD, RU, TJ, 


TM, AT. 


BE, BG, 


CH, 


CY, 


CZ. 0E, DK. 


EE, 


ES, 


FI, 


FR, GB, GR, HU, 


IE, IS, 


IT, LT, 


LU. 


MC, 


NL, PL. PT, 


RO. 


SB, 


SI. 


SK, TR, BP, BJ. 


CF, CG. 


CI, CM, 


GA. 


GN, 


GO. GW. ML, 


MR. 


NB, 


SN, 


TD, TG 












PRIORITY APPLN. 


INFO 


. : 




US 20O4-S38861P 




P 20040123 


OTHER SOURCB(S): 






CAS REACT 143:193920 











* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to a preparation of derivs. of benzofuran-2-carboxylic 
acid aside, useful as cysteine protease inhibitors (no biol. data). For 
instance, benzofuran derivative I was prepared via ami elation of carboxylie 

acid 

II by aaine III and subsequent oxidation (yield of aaidation vas 901) , 
IT M2S07-77-SP 

RL: IMF (Industrial manufacture)! RCT (Reactant) t SPN (Synthetic 
preparation)^ PREP (Preparation)] RACT (Reactant or reagent) 

(preparation of derivs. of benzofuran- 2 -carboxy lie acid amide useful as 
cysteine protease inhibitors) 
RN 362S07-77-5 HCAPLUS 

CN 2-Benzofurancarboxamide, N-{ (IS) -!-[[[ (3S, 4S,7R) -hexahydro-3-hydroxy-7- 
Betbyl-1- (2-pyridinylsulf onyl) -lH-azepin-4-yl] amino) carbonyl] -3- 
Betbylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



INVENTOR (S): 
PATENT ASSIGNEE (S): 



DOCUMENT TYPE: 



FAMILY ACC. NUM. COUNT; 
PATENT INFORMATION: 



BCAPLUS COPYRIGHT 2005 ACS on STN 
2005:638869 HCAPLUS 
143:133700 

Preparation of peptides as cathepsin cysteine protease 
inhibitors 

Bayly, Christopher! Black, Cameron! Therien, Michel 
Merck Frosst Canada fc Co., Can. 
PCT Int. Appl., 62 pp. 
CO DEN: PIXXD2 
Patent 
English 



KIND DATE 



APPLICATION NO. 



WO 200S066159 



Al 20050721 

W: AB, AG, AL, AM, AT, AU, AZ, BA, BB, 

CN, CO, CR, CU, CZ, DB, OK, DM, DZ, 

GB, GH, GM, HR, HU, ID, IL, IN, IS, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, 

NO, NZ, CM, PG, PH, PL, PT, RO, RU, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, 

RW: BW, GH, GM, KB, LS, MW, MZ, NA, SD, 

AZ, BT, KG, KZ, MD, RU, TJ, TM, AT, 



WO 2005-CA7 20050106 

BB, BG. BR. BW, BY, BZ, CA, CH, 

DZ, EC, EE, EG, ES, PI, GB, GD, 

IS, JP, KB, KG, KP, KR, KZ, LC, 



MK, MN, MW, MX, HZ, NA, NI, 

SC. SD, SE, SG, SK, SL, SY, 

UZ, VC, VN, YU, ZA, ZM, ZW 

SL, SZ, TZ, UG, ZM, ZW, AM, 

BB, BG, CH, CY, CZ, DB, DK, 

EE, ES, FI, FR, GB, GR, HU, IB, IS, IT, LT, LU, MC, NL, PL, PT, 

RO, SE, SI, SK, TR. BP. BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NB, SN, TD, TG 

PRIORITY APPLN. INFO. : US 2004-534920P P 20040108 

OTHER SOURCE(S): MARPAT 143:133700 

GI 



R4 R3 



0 X^ Y 
Z 

Me 




ANSWER 4 OF 42 HCAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
are independently H, halo or (un) substituted alkyl! or CR1R2 is a ring! R3 
is alkyl or alkenyl! R4 is haloalkyli R5 is H, alkyl, alkoxy, aryl, 
heteroaryl, cycloalkyl, haterocyclyl, OH, acyl, etc.) or their 
pharmaceutically- acceptable salts or stereoisomers, vhich are cathepsin 
cysteine protease inhibitors useful for treating and preventing cathepsin 
dependent conditions, e.g., osteoporosis, in vhich inhibition of bone 
resorption is indicated. Thus, peptide II vas prepd. by coupling of 
N- [ (IS) -1- (4-bromophenyl) -2, 2, 2-trif luoroethyl] -4-f luoro-L-leucine vith 
(4S,5R)-4-amino-5-methyldihydrofuran-3(2H) -one and [4- 
(mathylthio) phenyl) boronic acid, followed by S-oxidn. 
658945-73-07 

RL: PAC (Pharmacological activity) » SPN (Synthetic preparation) t THU 
(Therapeutic use)! BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(preparation of peptides as cathepsin cysteine protease inhibitors) 
858945-73-0 HCAPLUS 

Pentanamide , 4 - f luo r o-N- ( hexahyd ro- 3-oxo- 1 - ( 2 -pyridi nylsulf onyl) - 1H- azepi n- 
4-yl) -4-methyl-2- { [ (IS) -2, 2, 2-trif luoro-1- [4 4 - (methylsulf onyl) [1, V - 
blphenylJ-4-yl] ethyl] amino)-, (2S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB The invention relates to novel leucinamide derivs. I (X is (CRlR2)0-2! Y, 
Z are independently CR1R2, O, S, SO 2, CO, NH or substituted imino! D, B 
are independently (un) substituted aryl or heteroaryl! n is 0 or l! Rl, R2 
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L4 ANSWER 5 07 42 
ACCESS ICW NUMBER: 



INVENTOR (S) : 
PATENT ASSIGNEB(S): 
SOURCE: 

DOCUMENT TTPB: 
LANGUAGE: 
FAMILY ACC. NUM. 
PATENT INFORMATION: 

PATENT NO. 



US 2005074800 

CA 2439744 
PRIORITT APPLN. INFO. : 
AB 



BCAPLUS COPYRIGHT 200S ACS on STN 
2005:303293 HCAPLUS 
142:367703 

Methods for diagnosis and treatment of degenerative 
joint disease by regulating levels of cathepsin K, 
cathepsin S and tartarate- resistant acid phosphatase 
in dogs 

Muir, Peter* Vanderby, Ray; Provenzano, Paolo Pepe 
USA 

U.S. Pat. Appl. Publ., 45 pp. 
CO0EN: USXXCO 
Patent 
English 
1 



KIND DATE 



APPLICATION NO. 



AA 



20050407 
20050229 



US 2004-929919 
CA 2003-2438744 
US 2003-499105P 



20040830 
20030829 
P 20030829 



Tbe present invention relates to nethods for diagnosis and treatment of 
degenerative joint disease by regulating levels of catbepsln X, cathepsin 
S and tartarate- resistant acid phosphatase in dogs. Tbe nethods of 
diagnosis include determining increased expression of enzymes that are 
up regulated during tbe progress of joint and ligament inf lunation and 
degeneration. In addition, disclosed are methods of treating tbe disease 
including inhibiting the activity of responsible proteases. 
IT MU17-4S-«, SB-3S7114 

RL: THU (Therapeutic use)i BIOL (Biological study) i USES (Uses) 

(nethods for diagnosis and treatment of degenerative joint disease by 
regulating levels of cathepsin K, cathepsin S and tartarate- resistant 
acid phosphatase in dogs) 
RN 281217-45-6 BCAPLUS 

CN 2-Benzofurancarbosaaide, N-[ (lS)-l-[ [ [ (4S) -hexahydro-3-oxo-l- (2- 

pyridl nylsulf onyl)- IB- azepin-4-yl] amino] carbonyl] -3-methylbutylJ - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 2005:263672 BCAPLUS 

DOCUMENT NUMBER: 142:463586 

TITLE: Asymmetric synthesis of a potent azepanone-based 

inhibitor of the cysteine protease cathepsin K 

AUTBOR(S): Lee Trout, Robert B.i Marquis, Robert W. 

CORPORATE SOURCE: Department of Medicinal Cheat a try. Microbial, 

Musculoskeletal and Proliferative Diseases, 
GlazoSadthKline, CoUegeville, PA, 19426, USA 

SOURCE: Tetrahedron Letters (2005), 46(16), 2799-2801 

CODEN: TELEAT; ISSN: 0040-4039 

PUBLISHER: Elsevier B.V. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB In this account the asym. synthesis of a potent azepanone-based inhibitor 

of cathepsin X (Ki - 0.16 nH), which vas shown to Inhibit the production of 
biosarkers of bene resorption in monkeys vas reported. The target compound 
vas N- [ (IS) -1- [It (4S) -hexabydro-3-oso-l- (2-pyridinyisulf onyl) -lH-azepin-4- 
yl] amino] carbonyl]-3-methylbutyl}-2~benzofurancarbosaaide (SB 357114) . 
The key steps in the synthesis sequence vere the utility of the Evans 
a Idol reaction coupled with the ring closing olefin metathesis to assemble 
the azepanone core contained within SB 357114. 

IT S3 18LS- 72 -CP 

RL: RCT (Reactant)t SFN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 
(preparation of 
(+) -N-[(S)-([[ (S) -bexa (hydro) (wo) ( (pyridinyl) sulf onyl J - 1H- 

azepin-4-yl] amino) carbonyl] [ (methyl) butyl] -2-benzofurancarboxamide 
using Evans aldol reaction and ring closing olefin metathesis as key 
synthetic steps) 
RN 851815-72-0 HCAPLUS 

CN Carbamic acid, [ (3R,4S) -bexahydro-3-hydroxy-l- (2-pyridinylsulf onyl) -1H- 
azepin-4-yl)-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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INVENTOR(S): 
PATENT ASSIGNEE (S): 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2005 ACS on STN 
2005:219775 HCAPLUS 
142:280425 

Preparation of amino acid derivatives as cathepsin 
inhibitors 

Bayly, Christopher t Black, Cameron* McKay, Daniel J. 
Merck Frosst Canada £ Co., Can. 
PCT Int. Appl., 106 pp. 
CODEN: PIXXD2 
Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2005021487 Al 20050310 WO 2004-CA1S77 20040823 

W: AB, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CB, 

CN, CO, CR, CU, CZ, DB. DX. DM, DZ, EC, EE, EG, ES, FT, GB, GD, 

GE, GB, GM, BR, HU, ID, IL, IN, IS, JP, XE, XG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MA, HD, MG, MX, MN, MW, MX, MZ, HA, NI, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SB, SG, SX, SL, ST. 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, XX. LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CB, CY, CZ, 0E, DX, 

EE, ES, PI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

SI, SK, TR, BF, BJ, CP, CG, CI, CM, GA. GN. GQ, GW, ML, MR, NE, 

SN, TD, TG 

PRIORITY APPLN. INFO. : US 2003-498017P P 20030827 

OTHER SOURCB(S): MARPAT 142:280425 

GI 



H R« R 1 

R 3^ M ^ R 2 



CF3 Bu-1 
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CN Pentanamide, N-[hexahydro-3-oxo-l- (2-pyridinylsulfonyl) -lB-azepin-4-yl] -4- 

methyl-2- [ t (IS) -2. 2, 2-trif luoro-1- [4 ' - (methylsulf onyl) [1,1' -bi phenyl] -4- 

yl] ethyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARB 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB Tbe invention relates to compos. I which are cysteine protease inhibitors, 
including but not limited to inhibitors of catbepsins X, L, S and B, and 
are useful for treating diseases in which inhibition of bone resorption is 
indicated, e.g., osteoporosis, osteoarthritis and rheumatoid arthritis. 
Thus, a mixture of L-leucine Me ester hydrochloride, 2,2,2- 
trifluoroacetophenone, diisopropyle thy lamina and TiC14 in CH2C12 vas 
stirred overnight, addnl. T1C14 added, and tbe mixture stirred an addnl. 3 
h. A solution of NaCNBH3 in MeOH vas added and the mixture stirred 2 h to 
afford Ms N-(2,2,2-trifluoro-l-pbenylethyl)-L-leucinate. Saponification of 

tbe 

ester and reaction with aminoacetonitrile hydrochloride in DMF in the 
presence of PyBOP and Et3N yielded L-leudnamide derivative II. 
IT 6T0M2-29-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use): BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of amino acid derivs. as cathepsin inhibitors) 
RN 678982-29-1 HCAPLUS 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S): 
PATENT ASSIGNEES): 



2004:803931 BCAPLUS 
141:295878 

Preparation of axdnoazepanones as Cathepsin L 

inhibitors 

Marquis, Robert V. 

USA 

U.S. Pat. Appl. Publ., 13 pp. 



US 2004192674 
PRIORITY APPLN. IKPO.: 
OTHER SOURCS(S): 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



Patent 

English 

1 



KIND DATS 



MARPAT 141:295878 



APPLICATION NO. 



US 2004-772817 
US 2003-44 7558P 



20040205 
20030214 



Rl^ ,R2 



R3 I 
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(drug candidate; prepn. of aminoazepanones as inhibitors of Cathepsin 
L) 

RN 350796-38-2 BCAPLUS 

CM 6-Cuinolinecarboxamide, N-{ (lS)-2-l( (4S) -hesahydro-3-oxo-l- (2- 

pyridinylsulf onyl) -lH-azepin-4-yl] amino) -1- (2- na p h t ha lenyl— thyl) -2- 
oxoethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




AB The title conpds. I (Rl - substituted ami noalky lea ebony It R2 - H, alkyl, 
arylalkyl, etc. > R3 - H, alkyl, cycloalkyl, arylalkyl, etc. i R4 - H, 
alkyl, cycloalkyl, etc.] and their pharmaceutical^ acceptable salts are 
prepared and disclosed as inhibitors of Cathepsin L. Thus, e.g., II vas 
prepared in a multistep synthesis employing N-Boc-phenylalanine. 
Consequently they are useful for preventing or treating diseases in which 
cathepsin L is implicated, such as rheumatoid arthritis or inhibition of 
pos. selection of CD4 + T-cells by cortical thymic epithelial cells. 

IT 350T96-3A-2V 

RL: PAC (Pharmacological activity)} SPN (Synthetic preparation)* THU 
(Therapeutic use)t BIOL (Biological study)/ PREP (Preparation)! USES 
(Uses) 
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TITLE: 



INVENTOR (S): 
PATENT ASSIGNEE (S) : 



DOCUMENT TYPE: 
LANGUAGE: 



FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



2004:565073 BCAPLUS 
141:117186 

Use of cathepsin k inhibitors for the treatment of 
glaucoma 

Shepard, Allan! Clark, Abbot F.» Jacobson, Nasceen 
Alcon, Inc., Svitz. 
PCT Int. Appl., 57 pp. 
COOSN: PIXXD2 
Patent 
English 
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PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2OO405B238 Al 20040715 WO 2003-US40511 20031219 

Vt AE, AG, AL, AM, AT, AU, A2, BA, BB, BG, BR, BW, BY, BZ, CA, CR, 
at. CO, CR, CU, CZ, DB, OK, DM, 02, EC, EE, EG, ES, FI. GB, GD, 
GE. GH, GM, HR, HU, ID, IL, IN, IS, JP, KB, KG, KP, KR, KZ, LC, 
LX. LR, LS, LT, LU, LV, MA, HD, MG, MK, MN, HW, MX, HZ, NI, NO, 
NZ, OM, PG, PH. PL, PT, RO, RU, SC. SD, SE, SG, SK, SL, SY, TJ, 
TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 
RW: BW, GH, GM, KB, LS, HW, HZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, 
BY, KG, KZ, HD, RU, TJ, TM, AT, BB, BG, CH, CY, CZ, DB, DK, EE, 
ES, FT, FR, GB, GR, HU, IB, IT, LU, HC, NL, PT, RO, SB, SI, SX, 
TR, BF. BJ, CF, CG, CI. CM, GA, GH, GQ, GW, ML, MR, NB, SN, TD, TG 
PRIORITY APPLN. INFO. : US 2002-4 36126P P 20021223 

AB Compns. containing inhibitors of cathepsin X (CTSK) expression and/or 
activity 

are provided. Hethods for the treatment of glaucoma using the compns. of 
the invention are further provided. The cathepsin K antagonist is 
selected from, but not limited to, the group consisting of monensin, 
brefeldin A, tunicamycln and 1, 3-bls (acylamino) -2-propanona derivs., 
cycloaltilisin 6, cycloaltilisin 7, AC- 3-1, AC-3-3, AC-5-1, 
haploscleridamine, SB-331750, SB- 357114, peptidomimetic amlnomethyl 
ketones, a,a'-diacylamino ketones, alkoxymethyl ketones, 
cyanamides, pyridoxal propionate derivs. (including Clik-164 and 
Clik-166), SB-290190, a-alkoxy ketone derivs., cyanamide derivs., 
and Na-acyl-«-amino acid- (arylaminoethyl) amides. 
»1217-45-«, SB-357114 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)) BIOL 
(Biological study)! USES (Uses) 

(use of cathepsin k inhibitors for treatment of glaucoma) 
RN 281217-45-6 BCAPLUS 

CN 2-Benzofurancarboxamide, N-[ (IS) -1- [ ( ( (4S) -hexahydro-3-oxo-l- (2- 

pyridinylsulf onyl) -lH-azepin-4-yl] amino J carbonyl] -3-osthylbutylI - (9C1) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: 

INVENTOR(S): 
PATENT ASSIGNEB(S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
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PATENT INFORMATION: 

PATENT NO. 



2004:S00870 BCAPLUS 
142:16826 

Medici no for treating obesity, 
related diseases 
Chen, Jingming! Tong, Beng 
Shen, Aifu, Peop. Rep. China 
Faxing Zhuanli Shenqing Gongkai Shuomingshu. 
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diabetes awllitus and 



62 pp. 



Patent 
Chinese 
1 



KIND DATE 



APPLICATION NO. 



DATE 



CN 1400018 
PRIORITY APPLN. INFO.: 



20030305 



CN 2001-123953 
CN 2001-123953 



20010808 
20010808 

Ybe application of the inhibitors of ca the pains L, K, and S for treating 
obesity, diabetes Belli tus, and their related diseases (such as 
byperinsulina, hyperglycemia, hypertension, heart diseases, infecundity, 
etc.) is presented. The inhibitors of cathepsins L, K, and S are 
antisense sequence of human cathepsin L cDNA or its un- translated region 
at 5' end, anti -cathepsin L antibody, cystatin C mutant, saxiphilin, 
precursor of cathepsin L, epoxysueeinate derivative levering the activity of 
cathepsin L, aziridine-2,3-dlcarboxylate derivative or peptide aldehyde 
derivative 

inhibiting the activity of cathepsin L, or di peptide hydroxy-amidic acid 
ester derivative or sulfonyl derivative inhibiting the activity of 

cathepsin L. 

IT 3507»*V-3e-3» 

RL: PAC (Phamacological activity)! PRP (Properties)* SPN (Synthetic 
preparation)* TED (Therapeutic use) i BIOL (Biological study) t PREP 
(Preparation); USES (Uses) 

(nedlcine for treating obesity diabetes Belli tus and related diseases) 
350796-39-3 BCAPLUS 

2 -Naphthalenepropanaxd.de, N-( (4S) -hesahydro-3-oxo-l- (2-pyrldinylsulfonyl) - 
lH-azepin-4-yl] -a- [ ( 1- napht hale nylcar bony l)aai no] -, («S)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 
CN 
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INVENTOR (S): 
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LANGUAGE: 
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PATENT INFORMATION: 

PATENT NO. 

BO 2004033445 

V: AE, AG, AL, 
CO, CR, CU, 
GH, GM, HR, 
LS, LT, LU, 
PG, PH, PL, 
TR, TT, TZ, 



2004:333709 BCAPLUS 
140:321727 

Preparation of 4-aminoazepan-3-one peptides as 
cathepsin K inhibitors useful in the treatment of 
osteoporosis 
Black, Cameron 

Merck Pros at Canada & Co., Can. 

PCT Int. Appl., 48 pp. 

CO DEN: PIXXD2 

Patent 

English 



KIND DATE 



APPLICATION NO. 



KG, KZ, MD, RU, TJ 

FX, FR, GB, GR, BU, 

BF, BJ, CP, CG, CI, 

CA 2500317 AA 

EP 1551823 Al 

R: AT, BE, CH, DE, DK, 

IB, SI, LT, LV, FI, 
PRIORITY APPLN. INFO. : 

OTHER SOURCB(S): MARPAT 
GI 



20040422 WO 2003-CA1SS1 
AU, A2, BA. BB, BG, BR, BY, 
DK, DM, D2, EC, EE, EG, ES, 
IL, IN, IS, JP, KB, KG, KR, 
MD, MG, MK, MN, MV, MX, MZ, 
RU, SC, SO, SE, SG, SK, SL, 
US, UZ, VC, VN, ZA, ZM, ZV 
HZ, SD, SL, SZ, TZ, UG, ZM, 
TM, AT, BE, BG, CH, CY, CZ. 
IE, IT, LU, MC, NL, FT, RO, 
CM, GA, GN, GQ, GW, ML, MR, 
20040422 CA 2003-2500317 
20050713 EP 2003-757604 
SS, FR, GB, GR, IT, LI, LU, 
RO, MK, CT, AL, TR, BG, CZ, 
US 2002-416892P 
¥0 2003-CA1SS1 

140:321727 



20031007 



FI, GB. GD, GE, 

KZ, LC, LK, LR, 

NI, NO, NZ, CM, 

ST, TJ, TM, TN, 

ZV, AM, AZ, BY, 
DE, DK, EE, ES, 
SE, ST, SK, TR, 
KB, SN, TD, TG 
20031007 
20031007 
NL, SB, MC, PT, 
EE, BU, SK 
P 20021008 
¥ 20031007 
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1 



The invention relates to azepi nones I (Rl is H, alkyl, a sulfonyl or acyl 
group, arylalkyli R2 is B or (cyclo) alkyl! R3 is B, alk(en)yl, 
haloalk(en)yl or cycloalk(en)yl! or R3R4C is (un) substituted 
(hetero) cycloalk (en) yl* R5 is B, alkyl or haloalkylf R6 is haloalkyl, 
(un) substituted (hetero)aryl or ( he tero) arylalkyli R7 is H, alk (en) (yn)yl, 
alkoxy, halo, nitro, cyano, (hetero) aryl, carboxy, etc.t D is 
(un) substituted alk(en)ylene or (hetero) a rylenei n is 0-3] or their 
pharmaceutically- acceptable salts, stereoisomers and N-oxides which are 
cysteine protease inhibitors, in particular, inhibitors of cathepsins K, 
L, S and B. These compds. are useful for treating diseases, e.g., 
osteoporosis, in vhich inhibition of bone resorption is indicated. Thus, 
aainoazepanone peptide II vas prepared by a multistep procedure starting 
with reaction of silyl-protected L-leucinol with trif luoroacetaldehyde Me 
henl acetal. 
679982-29- IP 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)! THU 
(Therapeutic use)! BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(preparation of aainoazepanone peptides as cathepsin K inhibitors for 
treatment of osteoporosis) 
678982-29-1 BCAPLUS 

Pentanamide, N-[hexahydro-3-o»o-l- (2-pyridinylsulf onyl) -lH-azepin-4-yl]-4- 
me thy 1- 2- [ t ( IS ) - 2, 2 , 2- 1 rif luoro- 1 - [ 4 ■ - (me thy lsulf ony 1) [ 1 , 1 « -biphenyl] -4 - 
yl] ethyl] amino]-, (2S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Jeffrey K.i Nie, Hong; Widdowson, Xatherine L. 

PATENT ASSIGNEE(S): SaithJUine Beechaa Corporation, USA 

SOURCE: PCT Int. Appl.. 63 pp. 

CO0EN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
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PATENT NO. 
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APPLICATION NO. 
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WO 2004017911 
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20040304 


WO 2003-US26358 




20030822 


WO 2004017911 




A3 




20040701 










W: A£, AG, 


AL, 


AU, 


BA« 


BB, BR, 


BZ, CA, CN, CO, CR, 


CU, 


OM, DZ, 


EC, 


GD, GS, 


HR, 


HU, 


ID, 


IL, IN, 


IS, JP, XP, XR, LC, 


LX, 


LR, LT, 


LV, 
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MX, 


MN, 
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OM, PH, PL. RO, SC, 


SG, 
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UA, 


US, UZ, 


VN, 


TU, 


ZA 


MZ, SO, 










RW: GH, GM, 


KB, 


LS, 
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SL, SZ, TZ, UG, ZM, 


zw. 
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TJ, 


TM, AT, 
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BP, BJ, 
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GN, GO, GW, ML, HR, 
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SN, TO, 


TG 


EP 1539178 
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20050615 
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20030822 


R: AT, BE, 
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0E, 


DX. 


ES, FR, 
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PT, 
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PRIORITY APPLN. INFO.: US 2002-40S227P P 20020822 
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AB 4- Amino- azepan-3 -ones of formula I [Rl - (substituted) 

aai none thy lea rbonyl, acyl, etc.i R2 - H, altcyl, arylalkyl, etc.; R3 - H, 
alkyl, cycloalkyl-alkyl, acyl, etc.; R4 - alkyl, etc.] are prepared The 
compds. are useful as protease inhibitors, particularly of cathepsin S, 
and as such are useful for preventing a number of diseases amongst vhich are 
atherosclerotic lesions and pulmonary diseases such as asthma and allergic 
reactions (no data) . Thus, II was prepared from 4~f luorophenylboronic acid 
and 5-bromofuran-2-carbosylic acid [ (S) -2-cyclopentyl-l- [ (4S.TR)-7-methyl- 
3-oao-l - (pyridin- 2-sulf onyl ) -azepan-4 -ylca rbamoy 1 J - ethyl] -amide {preparation 
given) in 24% yield. 

IT S««72 3-57-3* 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(preparation of amino-azepanones as cathepsin S inhibitors) 
RN 666725-67-3 BCAPLUS 

CN 2-Furancarbozamide. N-( (IS) -1- (eye lope ntylmathyl) -2-{ ( (45) -hesahydro-3-ozo- 
l-(2-pyridinylsulfonyl)-lH-azepin-4-yl]amino]-2-oxoethyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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SOURCE: PCT Int. Appl., 36 pp. 
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W: AE, 
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UA, 
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VN, YU, 


ZA, ZM, 


ZW 
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NO 2005- 
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PRIORITY APPLN. INFO.: US 2002-401726P P 20020807 

WO 2003-US24641 W 20030807 
AB The present invention is directed to use of electrospinning, i.e. the 

process of making polymer nanofibers from either a solution or melt under 
elec. forces, to prepare stable, solid dispersions of amorphous drugs in 
polymer nanofibers. Thus, carvedilol-HBr monohydrate va dissolved in THP 
and water. The solution was added to Polyox WSR1105 in MeCN solution This 
solution was spun to give nanofibers, and the morphol. of the drug was shown 
to be amorphous. 
IT 362SOS-04-O 

RL: PEP (Physical, engineering or chemical process) ; PRP (Properties) ; PYP 
(Physical process); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(electrospun amorphous pharmaceutical compns.) 
RN 362505-94-0 BCAPLUS 

CN Furo[3,2-b]pyridine-2-carboaamide, N-[ (lS)-l-[(( (4S,7R) -heaahydro-7-methyl- 
3-OKO-l- (2-pyridinylsulf onyl) -lH-azepin-4-yl] amino] ca rbonyl] -3- 
methylbutylj -3-raethyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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TITLE: 



CORPORATE SOURCE: 



BCAPLUS COPTRIGHT 2005 ACS on STN 
2003:921964 aCAPLUS 
140:280693 

An Azepaoone -Based Inhibitor of Human Cathepsin K with 
lap roved Oral Bioavailability in the Rat and the 
Monkey 

Marquis, Robert V.i Vard, Keith V.t Roethke, Theresa/ 

Smith, Brian R.i Ru, Tui Taaashita. Oennis S.I 

Toaaszek, Tbaddeus A.j Gorycki, Peter D.i Cheng, 

H. -Y. t James, Ian B. ; Stroup, George B.i Lark, Michael 

V.t Goven, Maxinei Veber, Daniel P. 

Departments of Medicinal Chemistry. Drug Metabolism 

and Pharmacokinetics, Mechanistic Bnzymology 

Coaputational Analytical and Structural Sciences and 

Bone and Cartilage Biology, GlaxoSmithKllne, 

Collegeville, PA, 19426, USA 

Molecular Pharmaceutics (2004), 1(1), 97-100 

CODEN: MPOHBPi ISSN: 1543-9394 

American Chemical Society 

Journal 

English 



A. 



■-t> 



ca 

He 



,O0NH' X ^C 




Pharmacokinetic evaluation of the potent azepanone-based cathepsin X 
inhibitor 3 (I) showed that it has an oral bioavailability of 42% in the 
rat and 4.9% in the monkey. The less than optimal oral bioavailabilities 
of 3 in the rat and the monkey precluded this analog from being subjected 
to more detailed pharmacokinetic and pharmacodynamic analyses. In vitro 
and in vivo studies aimed at identifying the mechanisms which may be 
limiting the bioavailability of 3 in these species served to guide the 
syntheses of subsequent analogs for further evaluation. These studies 
have led to the identification of azepanone 6 (II) that possesses improved 
oral bioavailability in both the rat (66.3%) and the monkey (23.4%). 
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RL: PKT (Pharmacokinetics) t PRP (Properties)} BIOL (Biological study) 
(azepanone-based inhibitor of human cathepsin K with Improved oral 
bioavailability in rat and the monkey) 
RN 291217-45-6 BCAPLUS 

CN 2-Benzofurancarboxamide, N-[ (IS) -l-( ( { (4S) -hexahydro-3-oxo-l- (2- 

pyridinylsulfonyl)-lH-azepin-4-ylJ amino) carbonyl] -3-methylbutyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT NUMBER: 141:103796 

TITLE: Potent and selective cathepsin L inhibitors do not 

inhibit human osteoclast resorption in vitro. [Erratum 
to document cited in CA135: 120165] 
James, Ian E.i Marquis, Robert V.t Blake, Simon H.i 
Hwang, Shing Mail Gress, Catherine J. i Ru, Yui 
Zembryki, Denises Yamashita, Dennis S. i HcQueney, 
Michael S.t Tomaszek, Thaddeus A. t Oh, Rye-Jar Gowen, 
Maxinei Veber, Daniel F.i Lark, Michael V. 
Departments of Bone and Cartilage Biology, SmithXline 
Beecham Pharmaceuticals, Xing of Prussia, PA, 19406, 
USA 

SOURCE: Journal of Biological Chemistry (2003), 279(34), 32494 

CODEN: JBCHA3I ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB In Tables I and II, analogs SB-468430 and SB-469433 were originally 
reported to contain the quinoline-9-carboxamide moiety. Subsequent 
resynthesis revealed that in actuality these analogs contain the isomeric 
quinoline-6-carboxamide moiety. The modified structures are given in 
revised Tables I and II. Corrected XI values for cathepsin L and cathepsin 

K 

in Table I are also given. 
IT 3SO706-38-2, SB 468430 

RL: BSU (Biological study, unclassified)! BUU (Biological use, 
unclassified)* BIOL (Biological study) i USES (Uses) 

(potent and selective cathepsin L inhibitors do not inhibit human 
osteoclast resorption in vitro (Erratum) ) 
RN 3S0796-3B-2 BCAPLUS 

CN 6-Quinollnecarbozamide, N- [ (IS) -2-[ [ (4S) -hexahydro-3-oxo-l- (2- 

pyridinylsulf onyl) -lH-azepin-4-yl] amino) -1- (2-naphthalenylraethyl) -2- 
oxoethylj- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Aminoazepanones I [Rl - alkanoyl, anino-, alkozy-, or alkylthioalkanoyl, 
etc. i R2 - H, alkyl, cycloalkyl, cycloalkylalkyl, (thio)acyl, 
alkylsulfonyl, etc./ R3 - H, alkyl, cycloalkyl, cycloalkylalkyl, aryl, 
etc.* R4 - H, alkyl, arylaliryl, etc.] or their pharaaceutically- acceptable 
salts were prepared as protease inhibitors, including cathepsin X, for 
treating diseases of excessive bone loss or cartilage or matrix degradation, 
gingival disease, arthritis, Paget' s disease, hypercalcemia of malignancy, 
and metabolic bone disease. Thus, cospound II (Cbz - benryloaycarbonyl) vas 
prepared by a multistep procedure. 

IT 2S1214-M-BP 

RL: PAC (Pharmacological activity)! RCT (Reactant) » SPN (Synthetic 
preparation); THU (Therapeutic use)* BIOL (Biological study)* PREP 
(Preparation)* RACT (Reactant or reagent)* USES (Uses) 

(preparation of (acylamino) azepanones as protease inhibitors) 

RN 281214-88-8 HCAPLUS 

CN 1-Piperazlnecarbexylic acid, 4- (2- 1 [2-[ [ [ (IS) -l-[ [ [hexahydro-3-oxo-l-(2- 
pyridinylsulf onyl) -lH-azepin-4-yl) amino] carbonyl) -3- 

methylbutyl] amino] carbonyl) -5-benzofuranyl) oxy] ethyl) -, 1, 1-dioethylethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of aminoazepinones as protease inhibitors 
Marquis, Robert V., Jr.* Veber, Daniel F.* Yamashita, 
Dennis S. 

Smithkline Beecham Corporation, USA 

PCT Int. Appl., 81 pp. 

CO DEN: PIXXD2 

Patent 

English 
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* STRUCTURE DIAGRAM TOO LARGE FOR 01 SPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. I [Rl - (un) substituted aminocycloalkylmethylcarbonyl* 
R2 ■ H, alkyl, arylalkyl, and heteroalkyl* R3 - H, alkyl, cycloalkylalkyl, 
arylalkyl, and heteroalkyl* R4 - H, alkyl, cycloalkylalkyl, heteroalkyl, 
alkylketone, etc.] and pharmaceutically acceptable salts, hydrates and 
solvates thereof are prepared and claimed as inhibitors or proteases, 
including cathepsin X. Thus. II was prepared in eleven steps as the 
raceoate and resolved via HPLC. Compds. of the invention vera selective 
to inhibition of cathepsin K vs. L, S and B, e.g., II possessed Ki of 1.4 
nM for inhibition of human cathepsin K vs. 239, 390 and 926 nM for L, S 
and B, resp. As protease inhibitors, I are claimed for treatment of 
diseases of excessive bone loss or cartilage or matrix degradation 

IT 362508-4»-«F 

RL: RCT (Reactant)* SPN (Synthetic preparation)* PREP (Preparation)* RACT 
(Reactant or reagent) 

(claimed intermediate* preparation and protease inhibitory activity of 

azepinones) 
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RN 362508-49-4 BCAPLUS 

CM 2-Benzofurancarbomamide, K-[l-[[[ (SS^S.TRHbezabydro-S-bydrosy^-Bethyl-l- 
^-pyridinylsulf onyl) -lH-azepia-4-yl] amino] carbonylj cycloh.xyl] - (9C1) 
(CA INDEX MAKE) 

Absolute stereochemistry. 
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The role of conformational constraint in imp roved oral 
bioavailability of ca the pain K inhibitors 
Vebar, Daniel F.i Marquis, Robert W. i Tamashita, 
Dennis S.» Ru, Tui Oh. Hye-Jaj Ward, Keith v.t Smith. 
Brian R. 

SmithXline Beechaa Pharmaceuticals, King of Prussia, 
PA, 19406, USA 

Peptides 2000, Proceedings of the European Peptide 
Symposium. 26th, Kontpellier, France, Sept. 10-15. 
2000 (2001), Meeting Date 2000, 113-114. Editor (s) : 
Martinez, Jeant Fehrentz, Jean-Alain. Editions SDK: 
Paris, rr. 

COCEN: 69EDWKJ ISBN: 2-B4254-048-4 
Conference i General Review 
English 

A reviev. Ve have been engaged in efforts to discover inhibitors of the 
osteoclast derived cysteine protease, cathepsin K, for use as a bone 
anti-resorptive to suppress the bone loss characteristic of diseases such 
as osteoporosis and rheumatoid arthritis. Potent and reversible 
inhibitors of cathepsin X have been designed but their development as 
drugs has been United by poor oral bioavailability and rapid clearance 
fron circulation. This article identifies soae cyclic 5 and 6 nenber ring 
structures discovered in the course of trying to improve oral 
bioavailability of ke tone-based cathepsin K inhibitors. 
2B 12 14-75-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use) i BIOL 
(Biological study)! USES (Uses) 

(role of conformational constraint in inp roved oral bioavailability of 

cathepsin K inhibitors) 
281214-75-3 BCAPLUS 

2-Benzofurancarboxaaide, M-t (IS) -l-{ ( [ (4R) -he*ahydro-3-o*o-l- (2- 
pyridinylsulfonyl) -lB-azepin-4-yl] amino] carbonyl] -3-nethylbutyl] - (9CI) 
(CA INDEX NAME) 
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P 20011121 
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Azepines I (R alkyl, aryl, acyl, thioacyl! Rl - alkylj vere prepared by 
cyclizing 02NCH2CHR2CHR3CBR4NRCH2CBO [ at least two of R2-R4 - H, the 
other - alkyl] . Thus, CH2:CHCOMe vas treated with MeN02 to give 
02N(CH2)3COMe which vas treated with PhCH2NHCB2C02Et and resolved to give 
(R) -02N (CH2) 3GBMeM (CH2Ph) CH2C02Et. This ester was reduced to 
(R)-O2N(CH2)3CSMeN(CH2Ph)CB2CB0 and eye 11 rod over Amberlyst A-21 to give 
the azepine II {R5 - N02] . The N02 group was reduced and acylated with 
Boc-Leu-OH to give II {R5 - Boc-Leu-NH] . 
3S2505-B4-8P 

RL: PNU (Preparation, unclassified)! PREP (Preparation) 

(methods and intermediates for synthesis of azepines) 
362505-84-8 BCAPLUS 

2-Benzof urancarboxamide, K- [ (IS) -l-( ( [ (4S, TR) -he»ahydro-7-methyl-3-oxo-l- 
(2-pyridinylsulfonyl) -lH-azepin-4-yl] amino] carbonyl] -3-nethylbutyl] - (9CI) 
(CA INDEX NAME) 
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R1-R2-NH II 




AB 4-Aminoazepan-3-one derivs. of foraula I [Rl - 3-methylbenzofuran-2- 
carbonyl, benzofuran-2-carbonyl, 5-methoxybenzofuran-2-carbonyl, 
benzothiophflne-2-carbonyl, quinoline-2-carbonyl, quinoline-3-carbonyl, 
thiophene-2-carbonyl, thiophene-3-carbonyl, 5-metbylthiophene-2-carbooyl, 
furan-2-carbonyl, furan-3-carbonyl, thieno[3, 2-b} thiophene-2-carbonyli R2 
- L-tert-butylalaninyl, L-2-tMophenylalaninyl. L-cyclohe*ylglycinyl, 
L-allo-isolaucinyl, tetrabydroisoquinolina-3-carbonyl, L-prolinyl, 
(S)-2-aaino-4-methanesulfonylbutanoyl, (S) -piperidine-2-carbonyl) are 
prepared vhich inhibit proteases, including cathepsin K. The c o np d s. are 
useful for treating diseases of eacessive bone loss or cartilage or matrix 
degradation, including osteoporosis, gingival disease including gingivitis 

and 

periodontitis, arthritis, nore specifically, osteoarthritis and rheumatoid 
arthritis, Paget* s disease, hypercalcemia of malignancy, and metabolic 
bone disease. Thus, II was prepared froa 4-amino-3-hydroxyazepane-l- 
carboaylic add benzyl ester hydrochloride, 2-pyridinesulfonyl chloride, 
Boc-L-tert-butylalaaine and quinaldic acid. The prepared compds. had Ki 
values between 2 nH and 1000 nM against cathepsin K in inhibition assays. 
IT 4752B5-72-4P 

RL: PAC (Pharmacological activity)- SPN (Synthetic preparation)* THU 
(Therapeutic use) i BIOL (Biological study) t PREP (Preparation)* USES 
(Uses) 

(preparation of aminoazepanona derivs. as protease inhibitors) 
RN 475285-72-4 HCAPLUS 

CN 2-CuinoUnecarboaamide, N-[ (IS) -l-( [[ (4S) -heaahydro-3-oxo-l- (2- 

pyridinylsulf onyl) -lH-azepin-4-yl] amino] carbonyl] -3, 3-dimethylbutylJ - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention relates to methods of treating parasitic diseases 
which are mediated by cysteine proteases by administration of 
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4-axdnoazepan-3-one protease inhibitors I (e.g. benzo(l, 3)dioxole-5- 
ca roomy lie acid [ (S) -1- (l-benryl-3-OToazepan-4-ylcarbamoyl) -3- 
me thy lbutyl] amide) aad pharmaceutically acceptable salts, hydrates and 
solvates thereof. In particular, the present invention relates to a 
•ethod of treating malaria by inhibiting the cysteine protease falcdpain. 
Other diseases against which the claimed campds. are effective include 
trypanosomiasis (African sleeping sickness, Chagas disease), 
leishmaniasis, schistosomiasis, onchocerciasis (river blindness) and 
giardiasis. In I: Rl is R4NR'CHR3C(0) -, R5XCHR3C (0) -. R3CH2C(0)-, 
R4NR'CR , *"R3C(0)-, II. R2 is H, Cl-6alkyl, C3-6eycloalkyl-C0-6alkyl, 
Ar-C0-6alkyl. Het-C0-6alkyl. R9C(0)-. R9C(S) R9S02-. R9OC(0)-. 
R9R11NC(0)-, R9R11NC($)-. R9(R11)NS02-. 3- (2-pyridyl) benzylcarbonyl, 
2- (3- (2-pyridyl) phenyl) ethyl, R7NR6CHR8Z-, and R9SO2RllHC(0) -. R3 is H, 
CI - 6a Iky 1, C3-6cycloalkyl-C0-6alkyl, C2-6alkenyl, C2-6alkynyl, 
Hat€0-6alkyl and ArC0-6alkyl. R3 and R* may be connected to form a 
pyrrolidine, pipe ri dine or aorpholine ring. R4 is H, Cl-6alkyl, 
C3-6cycloalkyl-C0-6alkyl, Ar-C0-6alkyl, Eet-C0-6alkyl, RSC(O)-, RSC(S)-, 
RSS02-, R50C(0)-, RSR12NC(0)-, and RSR12NC(S>-. RS is H, Cl-6*lkyl, 
C2-6alkenyl, C2-6alkynyl, C3-6cycloalkyl-C0-6alkyl, Ar-C0-6alkyl and 
Hat-CO-6alkyl. R6 is H, CI - 6* Iky 1, Ar-C0-6alkyl, and Hat-CO-6*lkyl. R7 
is H, Cl-6alkyl, C3-6cyeloalkyl-C0~6alkyl. Ar-C0-6alkyl, Het-C0-6alkyl, 
R10C(O)-, R10C(S)-, R10SO2-, RIOOC(O)-, R10R13NC (0) and R10R13NC (S) - . 
RS is H, Cl-6alkyl, C2-6alkenyl. C2-6alkynyl. BstC0-6alkyl and 
ArC0-6alkyl. R9, R10 independently - Cl-6alkyl, C3-6cycloalkyl-C0-6alkyl, 
Ar-C0-6alkyl and Hat-CO-6alkyl. Rll, R12, R13, R* , R" independently - H, 
Cl-6alkyl, Ar-C0-6alkyl, and Het-C0-6alkyl. R' * • is H, Cl-6alkyl, 
C3-6cyeloalkyl-C0-6alkyl, Ar-C0-6alkyl. and Bet-C0-6alkyl> R"** is 
Cl-6alkyl, C3-6cycloalkyl-C0-6alkyl C2-6alkenyl, C2-6alkynyl. HeCCO-6alkyl 
and ArC0-6alkyl. X is CH2, S, and Oi Z is C(0) and CH2; n is 1-5. 
Although the methods of prepn. are not claimed, 220 esanple prepns. are 
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IT 261219-73-0?, (S) -2-Anino-4-eethylpentanoic acid 

[3-hydroxy-l- (pyridine-2-sulfonyl) azepan-4-yl) aside 

RL: RCT (Reactant)i 5PN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(intermediate! preparation of 4-aminoazepan-3-one parasitic cysteine 
protease inhibitors effective against malaria and other diseases) 
RN 281219-75-8 BCAPLUS 

CN Pentanaaide, 2-anino-N- [heaahydro- 3- hydroxy- 1- (2-pyridinylsulforryl) -LH- 
azepin-4-yl} -4 -methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The title compds. [If Rl - COCR13NR11R12, COCR13XR15, COCH2R13* R2 - H, 
alkyl, cycloalkylalkyl, etc.! R3 - H, alkyl, cycloalkylalkyl, etc.! R4 - 
H, alkyl, arylalkyl, etc.! Rll - H, alkyl, arylalkyl, etc.! R12 - H, 
alkyl, cycloalkyl, etc.! R13 - H. alkyl, alkenyl, etc.! R15 - H, alkyl, 
alkenyl, etc. ] which inhibit proteases (no data) , including cathepsin K, 
and are useful for treating diseases of excessive bone loss or cartilage 
or matrix degradation including osteoporosis, gingival disease including 
gingivitis and periodontitis, arthritis, more specifically, osteoarthritis 
and rheumatoid arthritis, Paget' s disease, hypercalcemia of malignancy, 
and metabolic bone disease, were prepared E.g., a multi-step synthesis of 
compound II vas given. 

IT 281214-BB-8P 

RL: PAC (Pharmacological activity)! RCT (Reactant)! SPN (Synthetic 
preparation) ! THU (Therapeutic use) t BIOL (Biological study) t PREP 
(Preparation)! RACT (Reactant or reagent)! USES (Uses) 

(preparation of 4-araino-azepan-3-one protease inhibitors) 

RN 281214-88-8 HCAPLUS 

CN 1 -Pipe razlnecarboxy lie acid, 4-[2-{ [2-[ [ [ (IS) -l-{ [ [hexahydro-3-oxo-l- (2- 
pyridinylsulf onyl) -lH-azepin-4-yl] amino) carbonyl] -3- 

methylbutyl] amino] carbonyl] -5-benzofuranyl] oxyj ethyl)-, 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB 4-Axinoazepan-3-one derive. I [Rl is an acyl group R3CH2CO, R4NR'CHR3CO or 
RS-X-CHR3CO/ R2-R5 - H, alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, 
beterocyclylaUryl, etc./ R* , R" • H, alkyl, aryl, arylalkyl, 
beterocyclyl, heterocyclylalkyl/ X - CH2, S or Oi R"* - cycloalkyl, 
cycloalkyl or any group given for R* and R" » R3 and R' nay be connected 
to fora a pyrrolidine, pi peri dine or norpholine ring) or their 
pharaaceutlcally acceptable salts vere prepared aa protease inhibitors, 
particularly cathepsin S, for treating various diseases. Thus, 
benzofuran-2-carboxylic acid ( (S) -2~cyclohexyl-l-[3-o*o-l- (pyridine-2- 
sulfonyl)azepan-4-ylcarbaaoyl] ethyl] aside was prepared by a aultistep 
procedure involving coupling of 4-aaino-l- (pyridine-2-sulfonyl)azepan-3-ol 
(preparation given) with N-Boc-cyclohexylalanine (Boc - 

tert-butoaycarbonyl) , 

deprotection, coupling with benzofuran-2-carboxylic acid, and oxidation with 
Dess-Martin reagent. 

IT 2fll218-44-Z» 

RL: PAC (Pharmacological activity)/ SPN (Synthetic preparation)* THU 
(Therapeutic use)* BIOL (Biological study)/ PREP (Preparation)/ USES 
(Uses) 

(preparation of aainoazepanone cycloheayalanine derivs. as protease 
inhibitors) 
RN 281216-44-2 BCAPLUS 

CN 2-Benzofurancarboxaaide. N-[ (lS)-l-((( (4R) -heaahydro-2, 4-d2-3-oxo-l- (2- 
pyridinylsulf onyl) -lH-azepin-4-yl-2-dJ amino] carbonyl] -3-oathylbutyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PRIORITY APPLN. INFO.: US 2000- 19771 7P 
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OTHER SOURCE(S): MARPAT 135:327371 

AB Methods are provided which use 4-aaino-azepan-3-one protease inhibitors of 
cathepsin L in the treatment of diseases in which cathepsin L is 
implicated, especially treatment or prevention of rheumatoid arthritis/ 

cancer 

metastasis i diseases requiring inhibition of tissue destruction by 
macrophages, particularly lung macrophages, such as asthma, chronic 
obstructive pulmonary disease (COPD), and emphysema/ and diseases 
requiring, for therapy, inhibition of pos. selection of CD4+T- cells by 
cortical thymic epithelial cells. 
IT 281215-Ol-a* 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified) / RCT (Reactant) / SPN (Synthetic preparation) / THU 
(Therapeutic use)/ BIOL (Biological study)/ PREP (Preparation)/ RACT 
(Reactant or reagent)/ USES (Uses) 

(aminoazepanone inhibitors of cathepsin L, preparation, and therapeutic 

use) 

RN 281215-01-8 BCAPLUS 

CN 8 -Qui noli necarbox amide, N-[ (IS) -l-(( (heaahydro-3-oxo-l- (2- 

pyridinylsulf onyl) -lH-azepin-4-yl] amino] carbonyl] -3-methylbutyl] - (9CI ) 
(CA INDEX NAME) 



L4 ANSWER 24 OF 42 HCAPLUS COPYRIGHT 2005 ACS on STN (Continued) 




REFERENCE COUNT: 1 THERE ARB 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute stereochemistry. 



10/ 789,063 



Li ANSWER 25 07 42 
ACCESSION NUMBER: 



HCAPLUS COPYRIGHT 2005 ACS on STH 
2001:746949 HCAPLUS 
136:395726 

Potent and selective inhibition of human cathepsin K 
leads to inhibition of bone resorption in vivo in a 
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Marquis, Robert W.i Ru, Yuj Vasko-Hoser, Janice A.i 
Saith, Brian R. i Yomaszek. Thadeus* Gaven, Maxine 
Department of Bone and Cartilage Biology, Smi thXline 
Beecham Pharmaceuticals, Xing of Prussia, PA, USA 
Journal of Bone and Mineral Research (2001), 16(10), 
1739-1746 

CO DSN: JBMREJi ISSN: 0884-0431 
American Society for Bone and Mineral Research 
Journal 
English 

Cathepsin K is a cysteine protease that plays an essential role in 
osteoclast med i ated degradation of the organic matrix of bone. Knockout of 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE; 
LANGUAGE: 
Afi 



the 



enzyme in mice, as veil as lack of functional enzyme in the human 
condition pycnodysostosis, results in osteopetrosis. These results 
suggests that inhibition of the human enzyme may provide protection from 
bone loss in states of elevated bone turnover, such as postmenopausal 
osteoporosis. To test this theory, ve have produced a small mol. 
inhibitor of human cathepsin K, SB-357114, that potently and selectively 
inhibits this enzyme (Ki - 0.16 nM). This compound potently inhibited 
cathepsin activity in situ, in human osteoclasts (inhibitor concentration 
UO50 

- 70 nM) as veil as bone resorption mediated by human osteoclasts in vitro 
(ICS0 - 29 nM) . Using SB-357114, ve evaluated the effect of inhibition of 
cathepsin K on bone resorption in vivo using a nonhuman primate aodel of 
postmenopausal bone loss in vhich the active form of cathepsin K is 
identical to the human ortbologue. A gonadotropin- releasing hormone 
agonist (GnRHa) vas used to render cynoaolgus monkeys estrogen deficient, 
vhich led to an increase in bone turnover. Treatment with SB-357114 (12 
mg/kg s.c.) resulted in a significant reduction in serum markers of bone 
resorption relative to untreated controls. The effect vas observed 1.5 h 
after the first dose and vas maintained for 24 h. After 5 days of dosing, 
the redns. in N-terminal telopeptides (NTs) and C-terminal telopeptides 
(CTa) of type I collagen vera 61% and 671, resp. A decrease in serum 
osteocalcin of 22% was also observed These data show that inhibition of 
cathepsin K results in a significant reduction of bone resorption in vivo 

and 

provide further evidence that this may be a viable approach to the 

treatment of postmenopausal osteoporosis. 
IT 281217-45-6, SB 357114 

RL: PAC (Pharmacological activity) t THU (Therapeutic use) i BIOL 

(Biological study) i USES (Uses) 

(cathepsin K inhibitor leads to inhibition of bone resorption) 
RN 281217-45-6 HCAPLUS 

CN 2-Ben20furancarboaamide, N-( (IS) -l-( [ I (4S) -hexahydro-3-oxo-l- (2- 

pyridinylsulfonyl) -lH-azepln-4-yl] amino] carbonyl) -3-aethylbutyl] - (9CI) 
(CA INDEX NAME) 
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R5-X-CHR3CO; R - H or RR3 - (CH2)n (n - 1-5) i R2-R5 - H, alkyl, 
cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, etc.* R', 
R" - H, alkyl, aryl, arylalkyl, heterocyclyl, heterocyclylalkyl t X - CH2, 
S or O: R' • * - alkyl; R3 and R* may be connected to form a pyrrolidine, 
piperidine or morpholine ring) or their pharmaceutical^ acceptable salts 
vere prepd. as protease inhibitors for treating various diseases, 
including excessive bone loss or cartilage or matrix degrdn. Thus, 
5-raethoxybenzofuran-2-carboxylic acid [ (S) -3-oethyl-l- [ (4S,6S) - (or 
4R, 6R> -6-methyl-3-oxo-l- (pyridine-2-sulf onyl) azepan-4- 
ylcarbamoyl] butyl] amide vas prepd. by a oultistep procedure involving 
coupling of 4-amino-6-mathyl-l-(pyridine-2-sulfonyl)azepan-3-ol (prepn. 
given) with Boc-Leu-OH and S-mathoxybenzofuran-2-carboxylic acid. 

IT 362505-80-tfP 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified) t RCT (Raactant) i SPN (Synthetic preparation) t THU 
(Therapeutic use)> BIOL (Biological study)* PREP (Preparation)* RACT 
(Reactant or reagent) j USES (Uses) 

(preparation of alkyl aminoazepanone derivs. as protease inhibitors) 
RN 362505-90-6 HCAPLUS 

CN Furo(3,2-b] pyridine -2 -carboxamide, N-( (IS) -l-[ [ ( (4S,7R) -hexahydro-7-methyl- 
3-oxo-l- (2-pyridinylsulfonyl) -lH-azepin-4-yl] amino] carbonyl) -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB 4-Aminoazepan-3-one derivs. I (Rl is an acyl group R3CH2CO, R4NR , CRR3CO or 
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(prepn. of leucine aainoazepanone derivs. as protease inhibitors) 
RN 339290-80-1 HCAPLUS 

CN 2-C^noxalinecarboxamide. N-[ (lS)-l-[[[hexabydro-l-[ (l-oxido-2- 

pyridiayl) sulf onylj -3-oxo-lH-azepin-4-ylJ aid no] carbonyl) -3-methylbutyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB 2-Qdnoxalinecarboxylic add aside I or a pharmaceutical^ acceptable 

salt, hydrate or solvate was prepared as an inhibitor of cysteine proteases, 
particularly catoepsin K, and is useful in the treatment of diseases in 
which inhibition of bone loss or of cartilage degradation is a factor. 

Thus, 

4-adno-3-hydroxyazepane-l-carboxyllc acid benzyl ester (preparation given) 
underwent sequential coupling with Boc-Leu-OH, catalytic hydrogenolysis, 
sulfonylation with 2-pyridinesulfonyl chloride N-oxide, Boc-deprotection, 
acylatlon with 2-quinoxalinecarboxylic acid, hydroxy 1 group oxidation with 
pyridine-sulfur trioxide, and deuteration to afford I as a mixture of 
dlastereoaers which was separated by EPIC. 
IT 339290-8O-1P 

RL: BAC (Biological activity or effector, except adverse) r BSU (Biological 
study, unclassified) t SPN (Synthetic preparation) t THU (Therapeutic use) t 
BIOL (Biological study) i PREP (Preparation)! USES (Uses) 
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AB 2-Odnolinecarboxyllc add adde I or a pharmaceutical^ acceptable salt, 
hydrate or solvate was prepared as an inhibitor of cysteine proteases, 
particularly cathepsin X, and is useful in the treatment of diseases in 
which inhibition of bone loss or of cartilage degradation is a factor. 

Thus, 

4-adno-3-hydroxyazepane-l-carboxyllc add benzyl ester (preparation given) 
underwent sequential coupling with Boc-Leu-OH, catalytic hydrogenolysis, 
sulfonylation with 2-pyridinesulfonyl chloride N-oxide, Boc-deprotection, 
acylatlon with 2-quinolinecarboxylic add, hydroxy 1 group oxidation with 
pyridine-sulfur trioxida, and deute radon to afford I as a mixture of 
dlastereoaers which was separated by HPLC. 
IT 3392M-0S-3P 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) > THU (Therapeutic use) i 
BIOL (Biological study)) PREP (Preparation)! USES (Uses) 

(preparation of leucine aainoazepanone do rivs . as protease inhibitors) 
RN 339286-06-5 HCAPLUS 

CN 2-OdnoUnecarboxadde, N- [ (IS) -1- [ ( [heaahydro-1- [ (l-oxido-2- 

pyridinyl) sulf onyl] -3-oxo-lH-azapin-4-ylJ adno] carbonyl] -3-methylbutyl] - 
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BIOL {Biological study) i PREP (Preparation)! USES (Uses) 

(prepn. of leucine axd noazepanone derivs. as protease inhibitors) 
RN 339269-37-3 BCAPLUS 

CN 2-Benzofurancarboxaalde, N-{ (IS) -1- [ ( [be*ahydro-l-[ (l-oxido-2- 

pyridinyl) sulfonyl) -3-exo-lH-azepin-4-ylJ amino] carbonyl) -3-methylbutyl] -3- 
oethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





o 



AB 3-Metbylbenzofuran-2-carboxylic acid aaide I or a pharnaceutically 

acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin X, and is useful in the treatment of 
diseases in vhich inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-amino-3-hydroxyazepane-l-carboxyLic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-OB, catalytic 
hydroganolysis, sulfonylation with 2-pyridinesulfonyl chlorida N-oxide, 
Boc-deprotection, acylation with 3-methylbenzofuran-2-carboxylic add, 
hydroxy 1 group oxidation with pyridine-sulfur tri oxide, and deute ration to 
afford I as a mixture of diastereoaers vhich was separated by HPLC. 

IT 33S26>-37-3P 

RL: BAC (Biological activity or effector, except adverse) » BSD (Biological 
study, unclassified) > SPN (Synthetic preparation) i THU (Therapeutic use) * 
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(2-pyridinylsulfonyl) -lH-azepin-4-yl) amino] carbonyl] -3-methylbutyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Q— *0 

i 

AB Thieno[3,2-b)thiophene-2-carboxylic acid amide I or a pharnaceutically 

acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin X, and is useful in the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-amino-3-hydroxyazapane-l-carboxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-OH, catalytic 
hydroge no lysis, sulfonylation with 2-pyridinesulfonyl chloride, 
Boc-deprotection, acylation with thieno[3,2-b]thiopheno-2-carboxylic acid, 
and hydroxy 1 group oxidation with pyridine-sulfur trioxide to afford I as a 
mixture of diastereoaers which was separated by HPLC. I showed Xi - 0.09 

nM and 

pit assay - 50 nM in cathepsin X inhibition studies. 
IT 2S1215-79-6? 

RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) » THU (Therapeutic use) j 
BIOL (Biological study)! PREP (Preparation)! USES (Uses) 

(preparation of leucine aminoazepanone derivs. an protease inhibitors) 
RN 281215-75-6 HCAPLUS 

CN Thionol3,2-b]thiophene-2-carboxaaide, N-[ (IS) -!-[{[ (4R) -hexahydrc-3-oxo-l- 
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BIOL (Biological study)* PREP (Preparation)! USES (Uses) 

(preps, of leucine aainoazepanone derivs. as protease inhibitors) 
RN 281215-47-2 BCAPLUS 

CN 2-Quinaxalinecarbosafiide, N-{ (lS)-l-([( (4R) -hexanydro-l-{ (l-oxido-2- 

pyridioyl) sulf ooylj -3-oxo-lH-azepin-4-yl) aad.no] carbonyl} -3-aethylbutyl) - 
(SCI) (CA INDEX NAME) 
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AB 2-Quinoxalinecarbexylie add aside I or a pharmaceutical^ acceptable 

salt, hydrate or solvate vas prepared as an inhibitor of cysteine proteases, 
particularly cathepsin K, and is useful in the treataent of diseases in 
which inhibition of bone loss or of cartilage degradation is a factor. 

Thus, 

4-aaino-3-hydroayazepane-l-carbomylic acid benzyl ester (preparation given) 
underwent sequential coupling with Boc-Leu-CH, catalytic hydrogenolysis, 
sulfonylation with 2 -pyridine sulf onyl chloride N-oaide, Boc-deprotectian, 
acylation with 2-quinoxalinecarboxylic acid, and hydroxy 1 group oxidation 
with pyridine-sulfur tri oxide to afford I as a mixture of dlastereoaers 
which was separated by HPLC. I showed Ki - 1.3 nM and pit assay ca. 100 nM 

in 

cathepsin K inhibition studies. 
IT 281215-47-29 

RL: BAC (Biological activity or effector, except adverse) / BSU (Biological 
study, unclassified) / SPN (Synthetic preparation) / THU (Therapeutic use) t 
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DOCUMENT TYPE: Patent 
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Absolute stereochemistry. 




REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Q— »0 



Thieno[3,2-b] thiophene-2-carboxylic acid amide I or a pharmaceutically 
acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin K, and is useful In the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-amino-3-hydroxyazepane-l-carboxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-OH, catalytic 
hydrogenolysis, sulfonylation with 2-pyridinesulfonyl chloride, 
Boc-deprotection, acylation with thieno [ 3, 2-b] thiophene-2-carboxyLic acid, 
hydroxy 1 group oxidation with pyridine-sulfur tri oxide, and deute ration to 
afford 1 as a mixture of diastereoners which was separated by HPLC. 
339195-31-29 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified)/ SPN (Synthetic preparation)/ THU (Therapeutic use)/ 
BIOL (Biological study)/ PREP (Preparation)/ USES (Uses) 

(preparation of leucine aainoazepanone derivs. as protease inhibitors) 
339195-31-2 BCAPLUS 

Thieno(3, 2-bJ thiophene-2-carboxamide, N-( (IS) -1- [ [ ( (4R) -hexahydro-2,4-d2-3- 
oxo-1- (2-pyridinylsulf onyl) -lH-azepin-4-yl-2-d] amino] carbonyl] -3- 
raethylbutyl]- (9CI) (CA INDEX NAME) 
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PATENT NO. 

TO 2001034158 

V: CA, JP. US 
RV: AT, BE, CE 
PT. SB. TP 

BP 1231921 
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IB, FI 
JP 2003513926 
PRIORITY APPLN. INFO. : 



BCAPLUS 



2001:359807 
134:353546 

Preparation of leucine 4-axdnoazepa»-3-one derivatives 
as protease inhibitors 

Marquis, Robert V., Jr.; Ru, Yui Veber, Daniel Frank 

SmithXline Beecham Corporation, USA 

PCT Int. Appl., 23 pp. 

CO DEN: PXXXD2 

Patent 

English 



DATE APPLICATION NO. DATE 

20010517 V0 20O0-US3O703 20001108 
I. DX, BS. FI. FR. GB, GR, IE, IT, LU. MC, NL, 



CH. 
CY, 



20020821 EP 2000-977065 20001108 

DX, BS. FR, GB. GR. IT, LI, LU, NL, SB, MC, PT, 

20030415 JP 2001-536156 20001108 

US 1999- 164 S76P P 19991110 

TO 2000-US30703 V 20001108 
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(prepa. of leucine aminoazepanone derivs. as protease inhibitors) 
RN 281215-11-0 BCAPLUS 

CM 2-Benzofurancarboxamide, N-( (1S)-1-[[[(4R) -bexahydro-3-oxo-l- (2- 

pyridinylsulfonyl) -lH-azepin-4-yl) amino] carbonyl) -3-aathylbutyl] -S-methexy- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




S-Methoxybenzofuran-2-carboxylic add aside I or a pharnaceutlcally 
acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin X, and Is useful in the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, * - anl no-3- hydroxy a zepane- 1 -ca rbcxy ll c acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-CH. catalytic 
hydrogenolysis, sulfonylation with 2-pyridinesulfonyl chloride, 
Boc -de protection, acylation with 5-methoxybenzofuran-2-carboxylic acid, 
and hydroxy 1 group oxidation with pyridine- sulfur trioxide to afford I as a 
mixture of diastereomers which was separated by HPLC. I showed Xi - 0.4 nM 

pit assay - 75 nM in cathepsin K inhibition studies. 
2B1215-11-0P 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)! THU (Therapeutic use) t 
BIOL (Biological study) i PREP (Preparation); USES (Uses) 
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as protease inhibitors 
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PCT Int. Appl., 23 pp. 
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Patent 
EngUsh 
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TITLE: 

INVENTOR (S): 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
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Absolute stereochemistry. 



COPYRIGHT 2005 ACS on STN 




PATENT NO. 




KIND 


DATE 




APPLICATION NO. 


DATE 


TO 2001034157 




Al 


20010517 




TO 2000-US30702 


20001108 


W: CA, JP, 


US 












RW: AT, BE, 


CH, 


CY. 0E, 


DX, ES, 


FI, 


, FR, GB, GR, IE, 


IT, LU, MC, NL, 


PT, SB, 


TR 












EP 1231923 




Al 


20020821 




EP 2000*983690 


20001108 


R: AT, BE. 


CH, 


DB. DX, 


BS, FR, 


GB, 


, GR, IT. LI, LU. 


NL, SB. MC, PT, 


IB, FI. 


CY, 


TR 










JP 2003513925 




T2 


20030415 




JP 2001-536155 


20001108 
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PRIORITY APPLN. INFO. : 



US 1999- 164 577P 
TO 2000-US30702 



19991110 
20001108 




5-Methoxybenzofuran-2-carboxylic acid amide I or a phannaceutically 
acceptable salt, hydrate or solvate was prepared as an Inhibitor of cysteine 
proteases, particularly cathepsin X, and is useful in the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-amino-3~bydroxyazepane-l-carbaxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Lau-OH, catalytic 
hydrogenolysis. sulfonylation with 2-pyridinesulfonyl chloride. 
Boc-deprotection, acylation with 5-methoxybenzofuran-2-carbaxylic acid, 
hydroxy 1 group oxidation with pyridine-sulfur trioxide, and deuteration to 
afford I as a mixture of diastereomers which was separated by HPLC. 



RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 
study, unclassified): SPN (Synthetic preparation): THU (Therapeutic use) # 
BIOL (Biological study): PREP (Preparation); USES (Uses) 

(preparation of leucine aminoazepanone derivs. as protease inhibitors) 
339183-13-0 BCAPLUS 

2-Benzof urancarboxamide, N- ( (IS) -1- [ [ [ (4R) -hexahydro-2, 4-d2-3-oxo-l- (2- 
pyridinylsulf onyl) -lB-azepln-4-yl-2-dI amino) carbonyl) -3-methylbutyl] -5- 
metboxy- (9CI) (CA INDEX NAME) 
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SOURCE: 



LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2001:359805 
134:353544 

Preparation of leucine 4-aaa noazepan-3-ooe derivatives 
as protease inhibitors 

Marquis, Robert V., Jr. I Ru, Yui Veber, Daniel Prank 

SaithKline Beechxa Corporation, USA 

PCT Int. Appl., 23 pp. 

CODES: PIXXD2 

Patent 

English 

1 



VO 2001034156 

V: AU, CA, J?, US 

RV: AT, BE, CH, CT, 

PT, SB, TR 

EP 1229914 Al 
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JP 2003513924 T2 
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GI 
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(prepn. of leucine aainoazepanone derive, as protease inhibitors) 
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CN 2-QuiooUnecarboaaBide, N-( (IS) -l-[ [ [ (4R)-hexabydro-l-{ (l-axldo-2- 

pyridioyl) sulfonyl] -3-oxo-lB-azepio-4-yl) amino] carbonyl} -3-methylbutyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



0 



AB 2-Ouinolinecarboxylic add amide I or a pharmaceutical^ acceptable salt, 
hydrate or solvate vas prepared as an inhibitor of cysteine proteases, 
particularly eathepsin K, and is useful in the treatment of diseases in 
which inhibition of bone loss or of cartilage degradation is a factor. 

Thus, 

4-aaino-3-hydroxyazepane-l-carboxylic acid benzyl ester (preparation given) 
underwent sequential coupling vith Boc-Lcu-GH, catalytic hydrogenolysis, 
sulfonylation vith 2-pyrldinesulfonyl chloride N- oxide, Boc-dep rot action, 
acylation vith 2-quinolinecarboxylic acid, and hydroxyl group oxidation vith 
pyridine-sulfur trioxide to afford I as a mixture of diastereomers which vas 
separated by HPLC. I shoved Ki - 0.41 tiM and pit assay - 300 nM in 

eathepsin 

K inhibition studies. 

IT 281215-4B-3P 

RL: BAG (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified) i SPN (Synthetic preparation) t THU (Therapeutic use) t 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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pyridinyl) sulfonyl] -3-oxo-lH-azepin-4-yl] amino] carbonyl] -3-methylbutyl] -3- 
methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 1 THERE ARB 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




AB 3-Methylbenzofuran-2-carboxylic acid aadde I or a pharmaceutically 

acceptable salt, hydrate or solvate vas prepared as an inhibitor of cysteine 
proteases, particularly eathepsin K, and is useful in the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-aaino-3-hydroxyazepane-l-carboxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-OH, catalytic 
hydrogenolysis, sulfonylation with 2-pyridinesulfonyl chloride N-oxide, 
Boc-deprotection, acylation with 3-methylbenzofuran-2-carboxylic acid, and 
hydroxyl group oxidation with pyridine-sulfur trioxide to afford I as a 

mixture 

of diastereomers which was separated by HPLC. I showed Ki - 0.11 nM and pit 
assay - 40 nM in eathepsin K inhibition studies. 
IT 281213-58-5* 

RL: BAG (Biological activity or effector, except adverse) » BSU (Biological 
study, unclassified) t SPN (Synthetic preparation) t THU (Therapeutic use) i 
BIOL (Biological study)} PREP (Preparation)! USES (Uses) 

(preparation of leucine aainoazepanone derivs. as protease inhibitors) 
RN 281215-58-5 BCAPLUS 

CN 2 -Benzofurancarboaand.de, N- [ (IS) -!-[[[ (4R) -hexahydro-1- [ (l-oxido-2- 
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Patent 
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(prepn. of leucine aadnoazepanone derivs. as protease inhibitors) 
RN 281215-46*1 BCAPLUS 

CN Thieno[3.2-b]thiophene-2-carbosaaide. N-( (IS)-l-f [ { (4R) -hexahydro-l-[ U- 
oxido- 2 -pyridi nyl ) sulfonyl J - 3 -oxo-lH- azepi o-4 -ylj ami noj ca rbonyl J - 3- 
■etbylbutyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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V 
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AB Thi«no[3, 2-b] thiophene-2-carboxylic add snide I or a pha rnaceuti cally 

acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin K, and is useful in the treatment of 
dis -asea in which Inhibition of bone loss or of cartilage degradation is a 
factor. Thus. 4-amino»3~hydroxyazepane-l-carboxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-QH. catalytic 
hydrogenolysis, sulfonylation with 2-pyridinesulfonyl chloride N-oxide, 
Boc-deprotection, acylation with thieno[3,2-b] thiophene-2-carboxylic acid, 
and hydroxy 1 group oxidation with pyridine- sulfur trioxida to afford I as a 
mixture of diastereomers which was separated by HPLC. I showed Ki - 0.14 

nM and 

pit assay - 45 nM in cathepsin K inhibition studies. 
IT 2ai215-4«-lP 

RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)* THU (Therapeutic use)! 
BIOL (Biological study)! PREP (Preparation)! USES (Uses) 
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AB Thieno[3,2-blthiophene-2-carboxylic acid amide I or a pharmaceutical^ 

acceptable salt, hydrate or solvate was prepared as an inhibitor of cysteine 
proteases, particularly cathepsin K, and is useful in the treatment of 
diseases in which inhibition of bone loss or of cartilage degradation is a 
factor. Thus, 4-amino-3-hydroxyazepane-l-carboxylic acid benzyl ester 
(preparation given) underwent sequential coupling with Boc-Leu-OH, catalytic 
hydrogenolysis, sulfonylation with 2-pyridinesulfonyl chloride N-oxide, 
Boc-deprotection, acylation with thieno[3, 2-bJ thiophene-2-carboxylic acid, 
hydroxyl group oxidation with pyridi no- sulfur trioxide, and deuteration to 
afford I as a mixture of diastereomers which was separated by HPLC. 

IT 339075-63-7* 

RL: BAC (Biological activity or effector, except adverse) r BSU (Biological 
study* unclassified)! SPN (Synthetic preparation)! THU (Therapeutic use)! 
BIOL (Biological study)! PREP (Preparation)! USES (Uses) 

(preparation of leucine aminoazepanone derive, as protease inhibitors) 
RN 339075-63-7 BCAPLUS 

CN Thieno(3, 2-b] thiophene-2-carbo-aaide, N-[ (IS) -l-( [ [ (4S) -hexahydro-2,4-d2-l- 
[ (l-oxido-2-pyridinyl) sulfonyl) -3-oxo-lH-azepin-4-yl-2-dJ amino] ca rbonyl] -3- 
methylbutyl] - (9CI) (CA INDEX NAME) 
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Potent ud selective cathepsin L inhibitors do not 
inhibit human osteoclast resorption in vitro 
James, Ian E.i Karquis, Robert V.i Blake, Siaon H.t 
Hwang, Shing Neil Gress, Catherine J.i Ru. Tui 
Zesfcryki, Denisei Yamashita, Dennis S.i McQueney, 
Hicbael S.i Tomaszek, Thaddeus A.i Oh, Hye-Jai Gown, 
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Journal of Biological Chemistry (2001), 276(15), 
11507-11511 
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Journal 
English 

AB Cathepsins K and L are related cysteine proteases that have been proposed 
to play important roles in osteoclast-mediated bone resorption. To 
further examine the putative role of cathepsin L in bone resorption, we 
have evaluated selective and potent inhibitors of human cathepsin L and 
cathepsin X in an in vitro assay of human osteoclastic resorption and an 
in situ assay of osteoclast cathepsin activity. The potent selective 
cathepsin L inhibitors (Xi - 0.0099, 0.034, and 0.27 nM) vere inactive in 
both the in situ cytochen. assay (IC50 > 1 nM) and the 
osteoclast-mediated bone resorption assay (IC50 > 300 nM). Conversely, 
the cathepsin X selective inhibitor vas potently active in both the 
cytochem. (IC50 - 63 nM) and resorption (IC50 - 71 nM) assays. A recently 
reported di peptide aldehyde vith activity against ca the pains L (XI ■ 0.052 
nM) and X (XI - 1.57 nM) vas also active in both assays (IC50 - 110 and 
115 nM, resp.) These data confirm that cathepsin K and not cathepsin L is 
the major protease responsible for human osteoclastic bone resorption. 

IT 350 796-38-2 

RL: BAG (Biological activity or effector, except adverse)! BSD (Biological 
study, unclassified)! BUU (Biological use, unclassified)! BIOL (Biological 
study)! USES (Uses) 

(potent and selective cathepsin L inhibitors do not inhibit human 
osteoclast resorption in vitro) 
RM 350796-38-2 BCAPLUS 

CN 6-OjuinoUnecarboxamide, N-[ (lS)-2-[[ (4S) -hexahydro-3-oxo-l- (2- 

pyridi nylsulf orryl) -lH-azepln-4-yl) amino) -I- (2-naphthalenylaethyl) -2- 
oxoethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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stability of the C-4 diastereomeric center relative to the previously 
published five- and six-membered ring ketone-based inhibitor series. 
Studies in this series have led to the identification of azepanone I, a 
potent, selective inhibitor of human cathepsin K (Ki - 0.16 nM) as veil as 
the acyclic analog II, a potent inhibitor of both human (Ki - 0.0048 nM) 
and rat (Ki, app - 4.8 nM) cathepsin K. Sraall-mol. X-ray crystallog. anal, 
of I established the C-4 S stereocheo. as being crit. for potent 
inhibition and that unbound I adopted the expected equatorial conformation 
for the C-4 substltuent. Mol. modeling studies predicted the higher 
energy axial orientation at C-4 of I when bound within the active site of 
cathepsin X, a feature subsequently confirmed by X-ray crystallog. 
Pharmacokinetic studies in the rat show I to be 42% orally hi oaval labia. 
Comparison of the transport of the cyclic and acyclic analogs through 
CaCo-2 cells suggests that oral bioavailability of the acyclic derivs. is 
limited by a P-glycoprotein-mediated efflux mechanism. It is concluded 
that the introduction of a conformational constraint has served the dual 
purpose of increasing inhibitor potency by locking in a bioactive 
conformation as well as locking out available conformations which may 
serve as substrates for enzyme systems that limit oral bioavailability. 

IT 281214- 75-3 P 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)! PEP (Physical, engineering or chemical process)! PRP 
(Properties)! RCT (Reactant) i SPN (Synthetic preparation)! BIOL 
(Biological study)! PREP (Preparation)! PROC (Process)! RACT (Reactant or 
reagent) 

(preparation of benzofurylcarbonylleueylazeplnone cathepsin X inhibitors) 
RN 281214-75-3 BCAPLUS 

CN 2-Benzofurancarfaoxamlde, N- [ (IS) -1- [ [ [ (4R) -hexahydrc~3-oxo-l- (2- 

pyridi nylsulf onyl) -lH-azepin-4-yl) amino) carbonyl] -3-methylbutyl) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB The synthesis, in vitro activities, and pharmacokinetics of a series of 
azepanone- based inhibitors of the cysteine protease cathepsin K (EC 
3.4.22.38) are described. These compds. show improved configurational 
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AB The title eoapds. (I; Rl - COCR13NR11R12, COCR13XR15, COCH2R13; R2 • H. 
alicyl, cycloalkylalkyl, etc. ; R3 - H, alkyl, cycloalkylalkyl, etc. i R4 - 
H. alkyl. arylelkyl. etc.i Rll - H. alkyl, arylalkyl, etc.* R12 - H, 
alkyl, cycloalkyl, etc.; R13 - H. alkyl. alkenyl. etc.i R15 - H, alkyl, 
alkenyl, etc.] which inhibit proteases (no data), including cathepsin K, 
and are useful for treating diseases of eacessive bone loss or cartilage 
or aatria degradation including osteoporosis, gingival disease including 
gingivitis and periodontitis, arthritis, core specifically, osteoarthritis 
and rheumatoid arthritis, Paget' s disease, hypercalcemia of nalignancy, 
and metabolic bone disease, vere prepared E.g., a oulti-step synthesis of 
cospound II vas given. Compos. I are effective at 0.4-400 mg/kg/day. 

it 2om«-e»-ep 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) t RCT (Reactant)i SPN (Synthetic preparation)! THU 
(Therapeutic use) t BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) i USES (Uses) 

(preparation of 4-amino-azepan-3-one protease inhibitors) 
RN 281214-88-8 HCAPLUS 

CN 1 -Pipe razlnecarboay lie acid, 4-[2-t 12- [ [ [ (IS) -l-{ [ (hexahydro-3-oso-l- (2- 
pyridinylsulf onyl) -lH-azepin-4-yl) an! no) carbonyl] -3- 

methylbutyl) anino) carbonyl] -5-benzofuranyl)oxy] ethyl) -, 1. 1 -dine thy le thy 1 
ester (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Title beterocycles I [A - CO, CH(OH) i Ml, R12, R9, R6 - - H, Cl-6 alkyl, 
C3-6 cycloalkyl-CO-6 alkyl, Ar-C0-6 alkyl. He t -CO -6 alkyl i Rl - 
R4R10NCHR3Z, ARCHR9CO, 4- (Ph-Y) C6H4CO, dibenzofuran-2-sulf onyl* R2 - any 
group RU, RSCO, R5CS, R5S02, R502C, R5R10NCO, RSR10NCS, adaaantyl-CO, 
R6R7NCHR3-Z> R3 - H, C2-6 alkenyl, C2-6 alkynyl. Hat, Ar, Cl-6 alkyl 
(un) substituted by OR10. SR10, NR102, R10NCO2R5, C02R10, CO2NR102. 
NC:NHNH2, Bet, An R4, R7 - any group RU, RSCO, R5CS, R5S02, R502C, 
R5R10NCO, R5R10NCS, R10HNCHR10CO, R5O2CNR10CHR1OCOJ R5 - C3-6 
cycloalkyl-CO-6 alkyl, Ar-CO-6 alkyl. He t -CO- 6 alkyl, Ar-CO-6 alkcny, 
Het-CO-6 alkozy, Cl-6 alkyl (un) substituted by ORIO, SR10, NR102, 
R10NCO2R5, CO2R10, CO2NR102, NC:NHNH2, Bet, An NR6R7 - pyrrolidine, 
piperidino, aorpholino; RIO - B, Cl-6 alkyl, Ar-CO-6 alkyl, Het-CO-6 
alkyl; Y - bond, 0; Z - CO, CH2; a - 0-2> Ar - aryl. Bet - heterocyclyl] 
or a pharaaceutically acceptable salt thereof, are inhibitors of cysteine 
proteases, particularly cathepsin X, and are useful in the treatment of 
diseases in which Inhibition of bone loss is a factor. Thus, coupling of 
l-tert-butozycarbonyl-trans-3-aalno-4*hydroxypyrrolidine (preparation given) 
with Cbz-Leu-OH (Cbz - PhCH202C), followed by deprotection with HC1 in 
BtOAc and further coupling with Cbz-Leu-OB gave trans -pyrrolidinol II. 
Jones oxidation of II gave desired title coapound III. 
2O3301-66-0P 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) ; RCT (Reactant) t SPN (Synthetic preparation) t TBU 
(Therapeutic use)> BIOL (Biological study) i PREP (Preparation) * RACT 
(Reactant or reagent) i USES (Usee) 

(preparation of heterocyclic peptide derivs. as cysteine protease 

inhibitors) 
203501-66-0 BCAPLUS 

Carbamic add, ( [4-hydroxy-l- (2-pyridinylsulfonyl) -3- 
pyrrolidinyl] amino] carbonyl] -3-oe thy lbutyl)-, 4-pyridinylDethyl ester, 
(3 (5)) -(partial)- (9CI) (CA INDEX NAME) 
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